
1

• 

• 

~Sl"'I' 

i Tu 

UNITED STATES ENVIRONMENTAL PROTECTION AGENICY 
WASH[NGTONI, D. C. 20460 

~ i __ _ .'f 

. . 

·'it ~ .·. ' 

MEMORANDUM 

OFFICE OF 
PREVENHON, PESTICIDES AND 

TOXIC SUBSTANCES 

Wednesday,Apri! 12,2006 

Subject: Acute Toxicity Review for EPA Reg. No. : 4822-LUO/ PHAB 
DP Barco de: 03-26613 

From: 

Adam Heyward, PM 34/ KHlian Swift 
Regu!.atory Management Branch 
Antimicrobials rnvision ( 75105} ,1) 

Ian Blackwell, B_iologist t}' t/J8 
Efficacy Evaluationr Teaim · 
Product Science Branch 
A.ntimTcrobials Division (7510C) 

Througti: Karen Hicks, Team Leader 
Chemistry and T,oxicology Team 
Product Science Brain ch 
Antimicrob!.als. Division (7 510C) -

M i,chel1e IE. Wingfield, Chief 
Product Sci,~nce Branch 
Antim icrobia Is Divis'ion ( 7510C) 

Appl1ca nt: S .C. Johnson & Son, Inc.. 

FORMULATION fROM LABEL: 
Actlve Ingredient(s): 
L-Lactic Acid 
Other Ingreclient(s): 

Total : 

% by wt. 
0.18 

99.82 
100.00°/o 
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] .~ACKGROUN D: S. C. Johrisou11 and! Son have submitted a ,complete set of 
slx acute toxicity studies to support the registration or their product. 
~'PHABn. These studies were conducted by Charles River Laboratories, 
:Inc. (formerly Springborn Lal:.H>ratories) . 

II RECOMMIEN DATIONS; PSB findings are: 

1 Each of the six studies rs acceptable. 

2 The de,rmal sensitiz,ation study referenced ai positive control study 
using ,01-HCA ,as the oontrnl mate,ria i. Th is study was not co11d.ucted 
with iri six months of the s,emi'it'izaition study of the reg istratf on prod UJct; 
thus, it is not acceptab!,.e. However, the first referenced posit ive 
conrtml study (thfs :study used two positive control studies), using 
IDNCB, was condllJcted with in the pro,p,er time frame and is ai,oceptable. 

The acute toxicity pro me for File Symbol 4822-LUO ls cu rrent !y : 

Tox icity 
Study MRrn Number Caitegiory Stat,us 

acute oral toxicity 467504-03 IV Acceptable 

acute dermal toxicrity 467504-04 IV Acceptab le 

acute inhalation toxicity 467504-05 IV Accepta b I,@ 
I 

primary eye irritation 467504-06 IV Acceptab le 

prima.ry skin irlfitation 467504-07 IV Acceptable 

~ 
1 

derma! sens i tiza1Uon 467504-08 NI on sensitizer Aroeptabl@ 

HI LAB ELI NG : 

Due, to the acute toxic'ity pnJme of this prod uctT no pre,cautionary 
label irig is req uir,ed. 
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DATA REVIEW FOR ACUTE Q,RAL T,ox1,c:ITV TESTING(§ a1-1, 870.1100) 

Reviewer: I. Blackwell Product Mana,ger: 34 
NIRI D No.: 46 7 504-03 study c:ompletion1 Date : 12/2/2005 

Lab Study No.: RZB00053 
Testing l..a borato,ry: Charles Riv,er Laboratories, I inc. 

Authors: Dawn D. Roda1baugl1, B.S. 

Quall1ity Assuli'ance (40 Cf'R §UiD.,12}: Included 

Test Material: PHAB 1, ndear, colorless If quid 1
' 

Species: Hsd: Sprague-Daw.ley SD rats 
Age: 9-10 weeks (all females) 

Weight: 183-203 g 
Source: Harlan Sprague Dawley, Irie. 

Conclusion: 

1~ LD50 (mg/kg): Male.s = (not te•stted) 
Females > s,ooo mg/ kg 

Combined = 
2. l"lhe e·st~mated llDso is grea1ter than 5,000 mg/k:g b.w. 
3. Tox .. Caitegory: IV Classification: Acceptable 

Procedure (Deviations from §8:1-1.) : Noine 

Res.ults: 

(Number Deatths/N umber Test,ed) 
Dosage (mg/kg) 

Males Fem211les I 

5,000 --- 0/3 
Obseli'Vati'ons: No dinica I abnormalities were obs,erved. 

Gros,s Necropsy: "All tissues within normal I Im its. '' 

Combined 

N/A 
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DATA REVIEW FOR ACUTE DERMAL TOXICITY TESTING (§81-2, 870.1200) 

Reviewer: Ian Blackwell Product Manager: 34 
MRID No.: 467504-04 Study Completion Date: 12/2/05 

Lab Study No.: RZB00054 
Testing Laboratory: Charles River Laboratories, Inc. 

Author: Dawn D. Rodabaugh, B.S. 
Quality Assurance (40 CFR §160.12): Included 

Test Material: PHAB 1, "clear, colorless liquid" 

Species: New Zealand White rabbit 
Weight: males= 2.5-2.8 kg; females= 2. 7-2.9 kg 
Source: Myrtle's Rabbitry 

Summary : 
1. LDso (mg/kg): Males > 5,000 

Females > 5,000 
Combined > 5,000 

Age: 12 weeks 

2. The estimated LDso is greater than 5,000 mg/kg of b.w. 

3. Tox. Category: IV Classification: Acceptable 

Procedure (Deviation From §81-2}: None 

Results: 
Reported Mortality 

(NUMBER DEATHS/NUMBER TESTED) 
DOSAGE 
(mg/kg) Males Females Combined 

5,000 0/5 0/5 0/10 

Observations: Soft stools, rough coat and dermal irritation. 

Gross Necropsy Findings: There were no gross internal findings. 
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DATA REVIEW FOR ACUTE INHALATION TOXICITY (§81-3, 870.1300) 

Reviewer: I. Blackwell Product Manager: 34 
MRID No. : 467504-05 Study Completion Date: 12/9/05 

Lab Study No.: RZBOOOSS 

Testing Laboratory: Charles River Laboratories, Inc. 
Author : Dawn D. Rodabaugh, B.S. 

Quality Assurance ( 40 CFR §160.12): Included 

Test Material : PHAB 1, "dear, colorless liqu id" 
Concentration : 5.59 mg/L (ana lyt[cal ly determined) 

Species : Sprague Dawley rats 
Weight: males= 302-333 g; females = 207-224 g 

Age : 9 weeks 
Source: Harlan Sprague Dawley, Inc. 

Summary : 

1 . LCso (mg/L): Males > 5. 59 mg/L 
Females> 5.59 mg/L 
Combined > 5.59 mg/L 

2. The estimated LC50 is greater than 5.59 mg/L of air. 

3. MMAD: 4 .1 µm 

4. Tox. Category: IV Classification: Acceptable 

Procedure (Deviation From §81-3): None 

Results : 
Table 1 Re orted Mortali 

(NUMBER DEATHS/NUMBER TESTED) 
Exposure Concentration 

Males Females Combined 

~==5=. 5=9=m====g/==L======!=:==0"""/=S=======0~/5=====0=/ l=O===e!J 
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Table 2 

Chamber Atmosphere 

Dose Level MMAD GSD Particles <4.0 µm 

5.59 mg/L 4.1 µm 2.49 µm 52% 

Table 3 

I Chamber Environment I 
Chamber Volume 10 L 

Airflow 54 LPM 

Temperature 73.0-73.5° C 

Relative Humidity 72.0-74.3% 

Oxyqen Content 20.9% 

Clinical Observations: Congested breathing, dark material around the 
facial area weight loss in 3 fema les. 

Gross Necropsy Findings: Th inned area of diaphragm {l ma le) and 
t hymfc foci (1 male) . 
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DATA REVIEW FOR PRIMARY EYE IRRITATION TESTING (§81-4, 
870.2400) 

Reviewer: Ian Blackwell Product Manager: 34 
MRID No.: 467504-06 Study Completion Date: 12/2/05 

Lab Study No.: RZB00056 
Testing Laboratory: Charles River Laboratories, Inc. 

Author(s): Dawn D. Rodabaugh, 8.5. 

Quality Assurance (40 CFR §160.12): 

Test Material: PHAB 1, "clear, co lorless liquid" 
Dosage : 0.1 ml 

Species: New Zealand White rabbits 
Sex: 3 males 

Weight: 2.469 - 2.554 kg 
Source: Myrtle's Rabbitry 

Age : approx. 12 weeks 

Summary: 

1. Toxicity Category: IV 

2. Classification: Acceptable 

Procedure (Deviations From §81-4) : None 

Results: 

{number "positive" /number tested) 

Observations Hour Days 

1 1 2 3 4 7 14 

Corneal Opacity 0/3 0/3 0/3 0/3 --- --- ---
Iritis 2/3 0/3 0/3 0/3 --- --- ---

Coniunctivae 

Redness 1/3 0/3 0/3 0/3 --- --- ---
Chemosis 1/3 0/3 0/3 0/3 --- --- ---
Discharge 0/3 0/3 0/3 0/3 --- --- ---

--- = no observations at this point 

21 

---
---

---
---

---
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DAT.A REVIl:W fOR SKIN IRRITATION TESTING (§81-5, 
870.2500) 

Product Manager: 34 
MIRID No.: 467504-0,7 

Reviewer,: ]an !B lackwell 
Study Co,mp,leUon Date : 12/2/5 
Lab Study No.: RZB00057 

Testing Laborato1ry : Charles River La ooratories, Inc. 
Au1thor: Dawn D. Rodabaugh , B.S. 

Quality Assura1nce ( 40 CFR § 1610.12): Included 

Test Mate11i'ia I : PHAB 1, "clea r1 colorless liq Li id" 
Dosage: rt:}. 5 mt 

Species: New Zea larli7ld Wrnute rabbits 
Age : a,ciuit 
s.e,x: 3 ma1les Weight: 2.377 - 2. 785 k,g 

S,cnnce : Myrtle's Rabb!try 

Summary: 

1.. Toxidty c.ategory: IV 

2., Cl.assifkation1: Acceptable 

Pr'ocedure ( Deviations From §81-·5) : None, 

Resu1lts: Very slight erythema was observed in 2/3 treated! ani ma l1s one 
hour .a·~er t~e e:x:p,asure. Twenty-four hours after treatment, no dermal 
inutation was observed ili1l any a,f thre 3 anima Is. 

Special C:om1ments: [rritation dL!le t o the adhesive tape was o□served. 
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DATA REVIEW FOR DERMAL SENSITIZATION TESTING (§81-6, 
870.2600) 

Reviewer: I. Blackwel l Product Manager: 34 
MRID No.: 467504-08 Study Completion Date: 12/2/5 

Lab Study No.: RZB00058 
Testing Laboratory: Charles River Laboratories, Inc. 

Author: Dawn D. Rodabaugh, B.S. 

Quality Assurance (40 CFR §160.12} : Included 

Test Material : PHAB 1, ''clea r, colorless liquid" 
Positive Control Material : 1-Chloro-2,4-dinitrobenzene (DNCB), and, a
Hexylcinnamaldehyde (a- HCA) 

Species: Hartley-derived guinea pig 
Weight: 310 - 395 g 
Source: Hilltop Lab Anima ls, Inc. 

Method: Modified Buehler Design 

Summary: 

Age: young adult 

1. This Product is not a dermal sensitizer. 

2. Classification : 

Procedure (Deviation From §81-6) : 
► This study referenced two positive control studies. 
► The a-HCA study was not conducted within six months of the main 

test study. 

Procedure: 

Test: 
Induct· n: Test animals were induced using 0.3 ml of undiluted (100%) test 
material in a 25mm Hilltop Chamber. The animals were dosed in this 
manner on Days 0, 7 and 14 of the study, for a tota l of 3 induction doses. 

Challenge: On Day 27 of the study, the test material-induced animals were 
challenged with 0.3 ml of undiluted test material. 

Positive Control: 

DNCB Induction: The DNCB positive control anlma ls were induced in the 
same manner as the test subjects, except that they received 0.3 ml of 0.1 % 
DNCB in ethanol/acetone in a Hilltop Chamber. 
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01-HCA Induction : Tlhe a-HCA positive control animals were friduced in the 
same manner .as the test material-treated animals, exoept that they received 
O. 3 ml of s·0/o HCA in ethanol. 

DNCB ChaUenge: The DNCB positive contrn'I animals were, cha 111,enged ~n the 
same manner as the te.st subjects, except that they re·ce1ved O. 3 ml of 0 .. 1 °/o 
arnd o .0 5°/o DNCB in ethanioVacetone 1 n a 25 mm Hilltop Chamber. 

a- lHC.~Charnenge : Tlhe HCA posijtTve cointr-ol a ni ma Is were chadllenged in the 
same ma nne·r as the test subjects, except that they received O. 3 ml of 2. 5°/o 
and 1. 0% DNICB ilfll ,ethanol/acetone in a 25 mm irm I top Chamber. 

Results : 
Test ~at~~al~ Trna1ted Gmup: Twenty-four hours after induction treatment 
# 1, 1/20 test materia II-induced an ima Is displlayed slight, patchy erythem<J. 
Twenty-four hours 2rfteir induction treatmerits 2 and 3, no irritation was 
observed l n a1riy of the 20 test ma1teri'al - ind ucted anima1ls. 

DNICB Group: Twentrfour hours after the first induction treatmeli'lt (#1), 
12/20 positive ,aontrol a mi ma l.s haid siig htT patchy erythema and 20/,20 had 
yellow stain ir:ig of Hne test site. Twenty-four hours after induction treatment 
#2, 5/20 had moderate ,confluent ,erythema, 15/20 had s!i,ght confluent or 
moderate paitchy erythema, 18/20 had slight or very siig ht edema, arid, 
20/20 had yellow staining ,af the test site from the HCA. Twenty-four hours 
after !nductiion #3, 7/20 had moderate· confluent erythema, 12/20 had slight 
patchy erytlhemaT 1/20 ha.cl slight patchy erythema, 20/20 stiill had stairr1i'ng1 
of the test site, 20/20 had slight or ve,ry sl f,glht edemaF 8/20 had su perfic'i.a!I 
I ightenin,g a,f the skfnT 4/20 had blanching, and 17 /20 ha1d desqua mation. 

Twenty-four hours after challeng1e, 8/20 positive c,rmtrol anima1ls displayed 
moderate ,erythema1, 7/20 slight conflmmt or moderate pcitdny @rythem.a, 
12/20 had edema, 9/20 had .su perficia I lighten f lilg, and 20/20 had test 
materia I sta !ITT! ing from the positive control. At this sa1me point in the study, 
3/ 10 na1tve control! a ni ma Is d [splayed sllig ht patchy erythema, a ndl, 20/20 had 
test material staining. 

01-HCA. Grou [D : This poslt~ve control study was not conducted w~thin si'x 
months of the main test of Phab-1; ther,efore, it Ts not acceptable. However, 
the DNCB study is acceptable and supports the ma,in study. 




